Polymyalgia rheumatica (PMR) is a chronic inflammatory disease characterized by shoulder and pelvic girdle pain. Its onset peaks around the age of 75; the prevalence increases until the age of 90 and it is more frequent in females. Diagnosis is mostly performed on the basis of symptoms. An increase of serum inflammatory markers is indicative, but not essential, while therapy is mainly based on glucocorticoids. Since there is no universal agreement about diagnostic criteria for PMR, its detection is still difficult. There are discordant opinions about the fact that PMR can be recognised and managed by general practitioners (GPs), while patients with atypical features need to be referred to the rheumatologist. In the Italian setting, the absence of recent epidemiological studies is associated with the total lack of a research protocol in primary care, from which relevant information could be derived. The out-of-hospital public rheumatologist is a peculiar figure of the Italian National Health System, who takes care of outpatients. Although differences between the different Italian regional health services exist, this professional figure has proved to be effective in reducing delay and increasing accuracy in PMR diagnosis.
n INTRODUCTION P olymyalgia rheumatica (PMR) is a common inflammatory disease affecting older adults. It is more prevalent in females and is mainly observed in the Caucasian ethnic group (1). It was first described by Bruce in 1888 (2) . PMR classically occurs with sudden onset of bilateral myalgia/pain in the shoulder and hip girdles, as well as with systemic features, such as weight loss, nausea and fever, usually combined with raised inflammatory markers (1, 3, 4) . The pathogenesis of PMR is currently not well understood; infections and vaccinations (e.g., influenza and parainfluenza viruses) have occasionally been linked to a slightly higher risk of developing PMR (1) . The general practitioner (GP) is usually the first physician who examines the PMR patient. He will undertake the differential diagnosis between PMR and other diseases that could mimic its presentation. In primary care, where the patient is already known for his/her previous comorbidities, a diagnostic and therapeutic workup is decided, according to his/her general clinical condition. Often, these decisions are taken not only on the basis of symptoms, but also of practical issues, such as the waiting time for a possible specialist's visit. In typical cases and when the referral cannot be done promptly, the GP will start treatment in an attempt to relieve the patient's pain. However, atypical presentations can occur in up to 20% of affected patients (5) . Low-dose glucocorticoids (GC) are an effective treatment for most patients, often resulting in a striking improvement of symptoms, a feature which Diagnosis is mostly performed on the basis of symptoms. An increase of serum inflammatory markers is indica tive, but not essential, while therapy is mainly based on glucocorticoids.
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n EPIDEMIOLOGY Data on the occurrence and manifestations of PMR should ideally rely on studies carried out in primary care, since most patients affected by PMR are diagnosed and treated in the setting of family medicine and are not referred to rheumatologists. A pivotal study from the UK (7) showed an age-adjusted incidence of PMR of 0.84/1000 persons per year. Another study (8) provided similar findings: in patients aged 50 years and older, the annual incidence of PMR was 1.13/1000 persons, with a mean age at diagnosis of 75 years and women affected more frequently (75% of total cases). According to older studies, the annual PMR incidence would be about 0.12 cases/1000 persons (9, 10) . A recent study based on cases of PMR identified by GPs (4) showed that prevalence of PMR increases until the age of 90, with a slight decrease thereafter. Very few Italian studies have addressed the epidemiology of PMR, in part because of the scarcity of established centralised database and electronic medical records. Manzo et al. (11) carried out a study on almost the whole population of a little town in the Italian Campania region, and found an annual incidence of 2.3 cases/1000 persons and a prevalence of 6.2%/1000 persons, again with a female predominance (70.5% of patients). Salaffi et al. showed that musculoskeletal conditions are common in the general adult population of Italy and that the estimated prevalence of PMR was 0.37% (12). The differences in incidence and prevalence in primary care studies could be related to several factors: 1. the different set of diagnostic criteria used for identifying patients; 2. the variability of expertise of different GPs regarding rheumatic diseases; 3. the diagnostic difficulty for patients with atypical presentations, such as those with normal erythrocyte sedimentation rate (ESR) (13) . Since GPs follow patients with PMR for their general health, they should consider that they have a higher cardiovascular risk than the general population, an observation shared with many other inflammatory rheumatic diseases. In a study performed in British practices (14) , the risk of cardiovascular events was higher in PMR patients than in controls (36.1 vs 12.2 per 1000 person-years; adjusted hazard ratio 2.6, 95% confidence interval 2.4-2.9). This study analysed 3249 PMR patients and 12,735 controls for 8 years. In another study from UK (6), only 44.4% of patients with PMR were referred to specialist consultation. This information derives from a careful analysis of the centralized database of the practices in North Staffordshire. Disease codes and medical records, and in particular the results of laboratory examinations and the treatment prescribed, were used to corroborate the diagnosis. It is not clear if these results can be generalized to other areas, because North Staffordshire is a relatively deprived one. The percentage of specialist referral was as low as 17% in another paper (8) . The incidence of PMR does not seem related to socioeconomic status (15) .
n LABORATORY DIAGNOSIS
PMR is mainly diagnosed according to clinical features because there are no specific laboratory tests (16, 17) . However, even the clinical features are a combination of non-specific signs and symptoms, including aching and stiffness in the shoulder girdle, which fact can represent a complication in recognition of PMR. In primary care, many studies suggest an improvement in the capacity of GPs in identifying common rheumatic diseases (18) . GPs, as all clinicians, need continuous updating to gain more awareness in diagnosing rheumatic diseases, especially PMR. In fact, there is an inadequate use of investigation methods, which corresponds to a higher healthcare expense (18) . Continuing education is a useful way to reduce the number of laboratory and radiological examinations requested before sending the patient to the specialist. 
REVIEW
According to Helliwell et al., it is possible to improve diagnosis with a more formalised collaboration between primary and secondary care. These guidelines reiterate that raised inflammatory markers are supportive but not essential to the diagnosis (6) . A study from Mathew et al. found that about 91% of PMR patients have a raised ESR. The small proportion of patients with normal ESR usually has raised C reactive protein (CRP) values. Other abnormal blood results include normocytic anaemia and raised alkaline phosphatase (16) . CRP is a more sensitive indicator of disease activity than ESR, as it is less affected by extraneous factors such as increasing age (19) . Lastly, in the study by Terrazas et al., a significant number of patients presented with only mildly elevated ESR (20) . Other abnormalities are normochromic, normocytic anaemia, increased alkaline phosphatase (over 1.5 times the normal level), and decreased albumin levels. Creatine kinase, rheumatoid factor and anti-cyclic citrullinated peptides antibodies are usually normal (20) , which is useful for the differential diagnosis between PMR, rheumatoid arthritis and polymiositis. Checking baseline blood glucose and glycated haemoglobin may be useful if steroid treatment is likely to be started as a result of strongly suspected PMR (16) .
In a study by Helliwell et al. on 334 patients from primary care, 81.6% had symptoms and 45.7% showed shoulder girdle pain and muscular pain (10.5%) (6) . The fact than less than half of GP-diagnosed PMR patients showed shoulder pain, which is essential in classification criteria, emphasizes that they represent a different subset of PMR. Whether this is due to misclassification or to the presence of different presentations of the PMR syndrome is not clear. Quick et al. found out that PMR is mostly diagnosed and managed in primary care, but observed that GPs have often trouble in identifying PMR (17) . In this study, a review of 13 consecutive patients referred to hospital with PMR found that half of them had a different condition. When the records of 47 PMR patients from six practices were reviewed, 25% showed only a gradual symptom improvement after treatment, suggesting that perhaps PMR was not the correct diagnosis; 38% of them were eventually referred to hospital care for improved management (17) . In other centres, identification of diseases other than PMR during follow up has been reported in up to a quarter of patients (17) . In a study published by Helliwell et al. in 2013 , in 38% of patients diagnosed in primary care, the GP did not adopt any of the known classification criteria; in many cases, no information has been provided as to how the PMR diagnosis had been supported (6 o n l y been supported (6 Table I shows an example of tapering, in a patient with a good clinical response, using the two formulations of immediate-release prednisone available in Italy. It is presently unknown if the treatment guidelines are followed in Italy both in clinical practice and among specialists. If GCs are used in patients with doubtful diagnosis, the correct diagnosis could be delayed and complicated. In case of relapse, the dosing regimen prior to relapse should be re-established for 4-8 weeks.
Factors linked with relapses have still to be determined. According to some studies, relapses are associated with the female sex (25) , ESR > 40 mm/h (26) and peripheral arthritis (27) . An increase of the inflamma- Initiation of treatment by GPs before blood examinations is another error which could complicate the follow-up, especially if therapy is not effective and the patient is referred to a specialist. A too rapid tapering is another common attitude that favours relapses. Italian GPs sometimes use deflazacort, the efficacy of which seems to be similar to that of prednisone (28) (29) (30) . However, the benefit of deflazacort in terms of side effects is unclear, it is not reimbursed by the Italian National Health System, and is more expensive than prednisone. GPs are not familiar with the use of methotrexate as steroid sparing agent (31, 32) . In addition, its use in PMR is off-label.
n THE ROLE OF THE OUT-OF-HOSPITAL SETTING
Although considered the most frequent inflammatory rheumatic disease in the el- REVIEW derly, PMR is scarcely present in the experience of the GPs (33, 34) . It can be estimated that a GP with 1500 patients can experience on average 1-2 cases of PMR every year (11) . This may justify the low level of familiarity that the GP has with PMR. Moreover, the absence of elements that can allow a diagnosis of certainty contributes to making PMR a sort of magic cauldron in which all forms of arthromyalgia associated with elevation of inflammatory indexes that rapidly respond to low dosages of prednisone are included (35) . It is also possible that a minority of PMR patients go into remission even in the absence of properly administered corticosteroid therapy (2) . In Italy, there is a specific professional figure represented by the out-of-hospital public rheumatologist, who is not present in other countries. He may represent a link between the GP and the centres of second or third level. The capability of this specialist to intercept a large proportion of patients with PMR is directly proportional to the level of collaboration that has been established with the GPs. When this collaboration is present, more patients with PMR are also visited by the rheumatologist (36) (37) (38) . In addition, the out-of-hospital public specialist is the only specialist who can also perform a domiciliary rheumatological visit if this is requested by the GP. This is particularly helpful in the case of very old patients and disabled ones. However, the level and modalities of this organization are not homogeneous all over the country (Figure 1) .
n CONCLUSIONS
The assessment of the role of the territory in the diagnosis and follow up of the patient with PMR has highlighted some critical issues. A shared pathway between GPs, out-of-hospital public rheumatologists, hospital and university rheumatologists may improve timing and precision of diagnosis. These points should be included in the working agenda of the various scientific societies involved. 
